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Box No. I Basis of the report 



'• SS '^Stt«i5' S uX?h^er °" "» ' nlWna,l0nal aw " M,lOT " ■» «W which ,« was 

□ international search (under Rules 12.3 and 23.1(b)) 

□ publication of the international application (under Rule 12 4) 

U international preliminary examination (under Rules 55.2 and/br 55 3) 



Description, Pages 

1-4, 6-11, 13-15, 17-28 
5, 12, 16 

Claims, Numbers 
1-26 

Drawings, Sheets 

1/5-5,6 



as originally filed 

received on 04.08.2005 with letter of 03.08.2005 



received on 04.08.2005 with letter of 03.08.2005 



as originally filed 



□ a sequence listing andfcr any related table(s) - see Supplemental Box Relating to Sequence Listing 

3. El The amendments have resulted in the cancellation of: 

□ the description, pages 
S the claims, Nos. 27 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

4 "hadn T ote^ 

Supplemental Box (Rule 70.2(c)) considered to go beyond the disclosure as filed, as indicated in the 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* If item 4 applies, some or all of these sheets may be marked "superseded. - 
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fpplMty Non - e8tabllshment °* °P'"'°" with regard to novelty, Inventive step and Industrial" 

"Ko^ 

□ the entire international application, 
El claims Nos. 15-24 
because: 

see separate sheet 

° Z'^^^^^X^ events beloW) or said Cairns No, are so unclear 

° cotld be forced' ^ m S ° inade «°'y supported by the description that no meaningfu. opinion 
□ 
□ 



no international search report has been established for the said claims Nos. 

IftS^^ " St,n9 d ° eS " 0t ™M with ^ndard provided for in Annex 

the written form 



the computer readable form 



□ has not been furnished 

□ does not comply with the standard 

□ has not been furnished 

□ does not comply with the standard 



□ See separate sheet for further details 
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Box No. V Reasoned statement under Article 35(2) with regard to novelty, Inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 



Novelty (N) 


Yes: 


Claims 


2,3,7-13 




No: 


Claims 


1,4-6,14-26 


Inventive step (IS) 


Yes: 


Claims 


13 




No: 


Claims 


1-12,14-26 


Industrial applicability (IA) 


Yes: 


Claims 


1-14,25,26 




No: 


Claims 


15-24 



2. Citations and explanations (Rule 70.7): 
see separate sheet 



Box No. VI Certain documents cited 



1. Certain published documents (Rule 70.10) 
and /or 

2. Non-written disclosures (Rule 70.9) 
see separate sheet 
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Re Item III. 



International application No. 
PCT/GB2004/003341 



Claims 16-25 relate to subject-matter considered by this Authority to be covered bv 
the provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with 

o e X° w! t ^ dust,1a, ^ability of the subject-matter of these claims (Article 
34(4)(a)(l) PCT). 



Re Item V. 



V.1 



V.2 

2.1 



D2 



D3 



Reference is made to the following d ocument.*- 

D1 : WO 03/020294 A (SCHMIDT, ALFRED; WIELAND, HEINRICH) 13 March 2003 
(2003*03" 1 3) 

STRESSER D M ET AL: "A HIGH-THROUGHPUT SCREEN TO IDENTIFY 
INHIBITORS OF AROMATASE (CYP1 9)« ANALYTICAL BIOCHEMISTRY 
ACADEMIC PRESS, SAN DIEGO, CA, US, vol. 284, no. 2, 2000, pages 427- 
430, XP000979096 ISSN: 0003-2697 

WO 02/099424 A (AMERSHAM BIOSCIENCES UK LIMITED; SMITH JOHN 
ANTHONY; WEST, RICHARD,) 1 2 December 2002 (2002-1 2-1 2) 

D1 discloses compounds having at least one detectable group where the compounds 
cpmpnse an aromatase substrate. It further relates to diagnostic and therapeutic 
methods using said compounds. 

D2 concerns a fluorometric substrate for aromatase (O-benzylfluorescein benzyl 
ester) and it's use in a screening method. 

D3 discloses acridone derivatives and their use as fluorescent labels in methods of 
screening and methods for labelling substrates. 

Novelty, inventive step and industrial applicability (Art. 33 PCT) 

The present application concerns compounds containing a fluorescent dye molecule 
(R) coupled to a substrate for aromatase (S) via a linker (L) with the formula R-L-S 
characterized in that the fluorescence signal of the compounds changes in respect of 
fluorescence lifetime when the compound is acted upon by an enzyme with 
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aromatase activity; use of compound for measuring aromatase activity in sample- 
diagnostic and screening methods. 

2.2 The present application does not meet the criteria of Article 33(1 ) PCT, because the 
subject-matter of claims 1 , 4-6 and 14-26 is not new in the sense of Article 33(2) PCT 
in view of D2. Document D2 disclose changes of the fluorescent signal in respect of 
fluorescence lifetime when the compound is acted upon by an enzyme with 
aromatase activity. 

2.3 It is at present not apparent to which problem the compounds of formula (I) where R 
is an acridone dye or quinacridone (claims 2 and 3), where L is the linker as defined 
in claims 7 or 8 , and where S is the substrate as given in claims 9-1 ? could be a 
solution. Acridone dye derivatives are known from D3 as suitable fluorescence labels 
for labelling and lifetime detection of a target material, the substrates defined by 
claims 9-12 are known from D2, and the linkers L as claimed in claims 7 or 8 are well 
known chemical linkers for the skilled man. 

The subject matter of claims 2. a and 7-1 2 is ttw»mfhr» , not invftnt jv Q 

2.4 The problem to be solved by claim 13 in view of the closest prior art document D1 
can be seen as the provision of further labelled substrates for aromatase. The 
Applicant solves the problem by providing the compounds of formula XX where the 
label is an acridone dye molecule linked via a linker to testosterone. 

The application differs from D1 in that the label is an acridone dye. All over D1 
description's there are references to labelled aromatase substrates (also 
testosterone) detectable by spectroscopic methods, and imaging methods adapted to 
the detectable group. Nevertheless, this document is silent as to the use of acridone 
dyes conjugated to testosterone. 

Although, document D3 discloses acridone florescent dyes and their use as 
fluorescent probes this document does not suggest acridone dyes bound to the 
particular substrate testosterone. 
D2 concerns another substrate labelled with flourescein. 

In view of the prior art documents D1-D3 it is not obvious to provide the compounds 
of formula XX where testosterone is labelled with an acridone dye. Therefore, claim 
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14 Is invantivfl 



2.5 The subject matter of claims 1 -14, 25 and 26 is industrial applicable. 
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